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I hex^y certify that this paper is befog 
de pfts it ed widi the United States Postal 
Service as First Class mail, postage 
pr^aid, in an eavelc^ arfArg ss ed to: 
Assistant Commissioner for Patents, 
Washingion, D.C. 20231, on this date. 



./fibaxp ^ 
fiegifitiation No. 31,879 
Aitoraey for Applicants 




BECLARATTOy OT WH T f AVT fiTT VE AMMONS UNDER 37 r!.F.R. 

Assistant Commissioner for Pateots 
Washington, D.C. 20231 

Sir 

WILIIAM STEVE AMMONS DECLARES AND STATES TEIAT; 

1 . I am an inventor of the subject matter claimed in the above-identified 
patent app^caxkm (hereinafter the "patent application"). I mate this dedantion for puiposes 
of xesponding to issues raised in the Office Attion of Febzuaxy 24, 1995. 

2. That my educational backgXDund and woik Mcperience are as fbllows: 
I am Director, Depaitment of Phannacology, at XOMA Coipozation, with 

responsibility for phannacological and phaimacokinedc studies of XOMA products. I have a 
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B. A. in biology from Univemty of Noitfa Carolina and a PIlD. in physiology from Emory 
University. I received p st doctoral txaining f r three years fallowed by ne year as 
Kesearch Assistant Professor in the Depaxtment of Physiology and Biophysics, University of 
Oklahoma Health Scivices Center. I continued my anademic caieer for seven years in the 
Department of Physiology at Jefferson Medical College, Thomas Jefferson University, as 
Assistant Professor and Associate Professor. I joined XOMA Corporation as a Group Leader 
in the Department of Phartnacology/ToxicQlogy, and after two years, became Director of The 

Department of Pharmacology. 

3. That I am knowledgeable about bacteiicidal/penneabili^-inaeasing 
protein p^ucts (BPI) and the biological effects thereof. I have eaq>ertise in animal 
physiology and pharmacology and have supervised groups at XOMA responsible for 
developing models of sepsis and shock, ingtnHing models of endotoxemia and bacteria, in 
multiple animal species. As a part of these efforts, I have conducted mortality studies, 
physiological studies of the cardiovascular system, organ £uluie studies, studies to analyze 
changes in cytokine levels and in metabolism and coagulation factors. Xecent effbrcs have 
included development of models of ischemia/rcperfudon injury. As a part of Phase I clinical 
trials, I have supervised human pharmacokinetic studies. I have particQ>ated in the 
pr^)aration of 3 INDs and have presented pharmacology and toxicology data to the FDA. I 
am a member of the American Physiological Society, Society for Neuroscienoe, American 
Heart Association, International Association for the Study of Pain and Shock Soci^. I have 
published approximately 50 journal articles and book ch^ters in the ar^ of physiology, 
pharmacology and toxicology. 
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4. That intestinal i5dieiiiia/rq)erfaM 
deprivation f ,1« intestine of oxygenated blood (isdiemia) 

blood flow (n^)ex£usion). 

5. That a vanety of non-endotoxin fectors have been implicated in 
intestinal iSCbemia/iq«fu5ion iiBUiy as shown in xefeiences attached as Appendices 1-25 to 
this Dedaiaiion. These fectois indnde cem, such as neutrophils and pl^^ 
medialois released ficom cdls. incUidiag free oxygen radicals, hisomine, prostanoids, 
leukotticoes and platelet-activating fector (pAF). 

6. Tbat although a. tolc for endotoxin has been suggested in intestinal 

ischemia/xcpcrfusion injury, litde e>ddence siq^^rt*^ ^ hypothesis. 

7. Tbat intestinal ischemia/ieperfiision results in a number of adverse 

physiological effects, as described in Example 1 of the patent application, diat include 
bradycardia, respiratory depression, arfiythmias and hypotension. 

8. That the adverse physiological effects of bradycardia, respiratory 
dq.ression and arrhythmias, described in Example J of the patent :qjplicaxion as associated 
with intestinal ischemia/iepeifiision, m not adverse effects of s^sis. In feet, the opposite 
effects of tachycardia and increased respiration are associated with sepsis (see, e.g., review 
of Gram-Negative Sepsis by Bone, attached as Appendix 26 to this Declaration). 

9. That the effects of BH, as demonstrated in Example 1 of the patent 

application, on bradycardia, respiratory depression, arrhythmias and hypoansion were 
unexpected, and particularly suiprising was BITS cffea on atrhytf^ 

iscfaemia/rq>etfttsion. 
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10. That the conditions associated wilb partial liq»aiectomy (Bocnneesna: et 
alO, hemonbagic shock (Yao et al. and Bahiami et aL) or eodotoxiB infection and 
endotoxemia (WO92/09621-. WO92/03535; WO93/06228; U.S. Patent Nos. 5.089.274; 
5,171,739; 5.334,584; 5,308,834; and 5,234,912; Mainous et al. and Gaihiiam et al.), arc 
HSl the same conditions as intestinal ischemia/iq>etfUsion. 

11. TlBt BH was suiptisingly effective in alleviating the adverse 
physiological effects of intestinal ischemia/rqKirfusion. 

12. I declare further that all statements made herein of my own knowledge 
aie tiue and all statements made heiein on infbimalion and belief are believed to be true, and 
aU these statements are made with the knowledge and understanding that willful false 
statements and the Kke are punishable by fine, or imprisonment, or both, as set forth in 18 
U.S.C. 1001, and that such false statements may jeopardize the validity of the insiant patent 
application or any patent issuing thereon. 

7^ — / Wiffiam Steve Ammons 



DA' 
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